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12. 719 2 /24

o HAUAREY] datAge] A WA Fxe dstFod AL B EEHe AAE MEses AT

AA AL StallergenesAt E3(EP No 0278 877 B2 -Stallergenes - 1988)5 Hlg o2 v A2 27

sAAEEAA AAAEY 2 Aded oz WA
- 05%9) AAFFAEE FEARA F848 B AATLE FEAI7] As At
- ZH oA I 52 AREATA A AT BT = A WA
AR oz WL FAARYH EAde AT A s, ded FE=E9 AYE Ha
of thFAste] ThsstAl &
o WA E7])454 2 Dermatophagoides?2] AR W=7 tidt e =27]3ae] @7hate
A AHEEE 2% ARGFY EFELS AdxE: ¢ AWUAZE] Ld=r] At AP S AS
at7] flste] HeE, FPHHUAZZT)(D. pteronyssinus)$t O ZHHHAZIE7|(D. farinae)= AAA L
Dermatophagoides Z1=7]o|A] S 3l Fo|, Dermatophagoides F=7]o odt &g 27] Ly 714

sl

o

2. +xdd -=2lasty H4F A M=
21. 959 %F(Drug substance)
211, AR

o by FHAUANEY] AAFEE

o A opHP IR ET] AAFEE

10
1
0x
1k}
2
H
rok
Pl
HU
HH
12}
2
e
rok
A
i

212 AEYFF NETH

o $HUANRATY] AAZZE

B9 W EIAd AAX (DpH O wd%E [0 248 0 ¢4 O 718)
SEAY (0 #9842 O 378048 0 %% 071

RS R Y S B E VL EVR SR R

05548 W7EE  BATY 0 22F/A%- A9

G20 HFE 57 ME AP

o Ol FINARAAEY] HAAZZE

(W% W89Ad A4 (DpH O WAZE [ 248 0§48 078
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2.2, $A & % F(Drug product)
221. AZMAY FF (FAA, ALA, FAILA, FolAol HAFshe 4

o AT gE

222 $AYFFE NIYE

B3y EEANE ARA (OpH OuF 07
FEAY (O #9482 O 78) B Azpg/+2

05549 D788 Oa3dd O S25/4% A9

A GgEo] FYgH HF BE 7] A

AA A

W Ea/63408 W AZEHAA/ANZAAY O =AY/ UAEAY

0 24401248 O BBPe /a9 22831

O ®aA8  WoA2IsAd O $84vAA4d 0 2840244

0 @me5Ad O ASSA/TA4BAAY 0 43849 O 9449 B 789
WGP §HE 75 ME ST
TEFAY  AAAE, FAAAT, A2 AA Y, S5 AE
< B EAEREAY, AR YAEAY 5

3. et Mol st X =
31. 959 E AAA
%

32, ghA| o oFF Y ¢
o AAAEG : 71DE7), ALHA1~25T), AZXYZEE 3671 €

NEFF Ak Eil £713H A2 A3t
B HEN 25+2°C /60+5% RH 2 3
SHEAAD 30+2C /65+5% RH Alu/Alu blister 8}
7HEA D 40+2°C /75+5% RH 213
b o}l & XA o] Ak
s [}—Vﬂz(}oz 09:}_ lfj\ﬁnlz o]] ;;L close/open ol w7hslA] e

33. G A& AAAYA
o TOfokETY WRFADIIF(AFAIA), o wet FHF A3} e b TEEARAA oA Mt §
I 24ME T FHREANGY B 3670 3 AVIRENP A FHo] FAHER AT ALIBAZLETH
f2Em FAAAE A3 dol NEHA G Aor gl
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>

370 E) 2 AdH= AL
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4, =dof| get A=

41 SANIAE AL

E
L] $9A4% | oo 20)7)3 % (mgkg)  |GLP
_ 265
HHEEo ZA4A Y A=/SD PO 1, 4,Z 13, 16, 20, 100, 300, 500 O
26730l Foo
A BFA
‘%_13 A y Seg II #=/SD PO A 6~179 100, 300, 500 O
_ Sl A~
AEXAY H—
j—‘L}'\‘"/gA] 2 Bzpyyog PO 2897 MY Eo 100, 300, 500 O
(E:_—‘—LH o ] 1:1) lzl_o:]
42. 549 W3 A4 94
e NOAEL 500 IR/mL(2500 IR/kg/day)#3}7} #ZHA oL
5. 2| =0 2tk Xt =
51. 4&AEANE &
o YHAPARE B
6. datAdHol 2ot K=
61 Y3 AAER N8
o PRANFARAAR  F 44, 14 24, 3% 24
a7 A3 Alg -
A @4 3%
A% uge | agn | TUEE
A Phase I study to investigate the PO
safety, tolerability and | 19, o] | g = | 20" 300 IRYE] Fof A] 100 IR¥E Fofg gm0} o]
pharmacodynamic  effects of SLIT | w2y | puygy, [ 1090 ope waiot ware, we wune zuel 9
given in single rising doses and in | gopy= | 3o 1097t 1¢ 13 a
higher multi dose regimens to subjects A3HE
sensitised to House Dust Mites
1+  100~300
T 8 TF | Lo o
A randomised, double-blind, (8¥7H 12 %7}§_'4'EAASS Y
placebo-controlled, multinational Phase o 27 100~500 | S00IR _’;L—:— _0'780 (9SA; OC;\EC,][:}S‘%, _2'22]’
WL study of the safety and |, 354 | = g =2 JA ger zer p=0.0066), Y12k 202%= FIAHYE AolE B
efficacy of two doses of sublingual o] =7 71Ml 4, (8Y7Y &
immunotherapy (SLIT) administered as PP _714_, 49, 99 olF Hw | 300IR 1&F 069, (%% C [-1.25, 0.14],
allergen-based tablets once daily to 509 o £ o) p=0.0150), <1kl -17.0% T4 Ue AlE B
adult patients suffering from house o ;7} Wi% o]
dust mite allergic rhinitis TR TS 500IR 18 300IR 127 2to] gl
44-52F 3
AASS 37}

_12_




AT Alg AE =
A
A= oA | oaa | SH8¥ Teat
18 o | = e 1m0, a0
A phase 1 study of 5-524101 in | ¢ Awed, | T S| SIeRE ol AREAA o)k Wi, AEst B
Patients  with Perennial Allergic | 8 4, Mol 36 | 0T 300 Q9= Ang o] ahHrge)
Rhinitis ez rg‘—’ 5007 S = = Ter
12+ B7hHS AASS
300 IR 500 IR Placebo
(N=315) | (N=296) | (N=316)
LS Mean |5 .00 |5 .32 |6.11
17 100~300 || (SB) (0213 (0.216) (0212)
M 8% TF Difference of
oy e | 6D IS  Men | L:11| ~0.80
Ll 27 100~500 || (SE) (0200) ) (0.203)
. A 71414, 2k =k
A Phase 2/3 Study of $-524101 in | 2/ 3%, | ) o) | 7V 8% SF 1Mese " for [ —1.504, | —1.19,
Patients with  Perennial Allergic olF 4, A 654 8L o Difference —0.720 —0.401
Rhinitis ez | g |92 ol AR pvalue <0001 | <.0001
m | LR #F Adjusted
968'8 = Bna )
5273 EBE, || Pvalue <0001 <0001
44-52F 2 || (Holm ) ’
AASS H7} method)
Relative 1S
M e a n
Difference —182 —13d
(%)

1. A randomised, double-blind,

of two doses of sublingual immunotherapy (SLIT) administered as

patients suffering from house dust

mite allergic rhinitis

1) AFYARL: 2~3%, olFWA, $lul=x, tr|#

2) AR AR 184 o4 A9, 5099, IgE A4 AMAH LE27]4 el Aste

Figure 10-1

Year 1 Overall patient disposition

LRI

Patients screened
N=729

Patients randomised

N=509
500 IR 300 R Placebo
N=169 (100%) N=170 (100%) N=170 (100%)
Completed Completed Completed
N= 135 (79.9%) N=139 (81.8%) N=153 (90.0%)

Premature discontinnation:
N=34(20.1%)
Adverse event 20 (11.8%)
Consent withdrawn 7 (4.1%)
Lack of compliance with
protocol 2 (1.2%)
Specific request of
Investigator” I (0.6%)
Lost to follow-up 2 (1.2%)
Pregnancy 1 (0.6%)

Other 1 (0.6%)

Premature discontinuation:
N=31 (18.2%)
Adverse event 17 (10.0%)
Consent withdrawn 7 (4.1%)

Specific request of
Investigator” I (0.6%)
Lost to follow-up 4 (2.4%)

Pregnancy I (0.6%

Other 1 (0.6%)

Premature discontinuation:
N=17 (10.0%)
Adverse event 5 (2.9%)
Consent withdrawn 6 (3.5%)

Lost to follow-up 3 (1.8%)

Lack of efficacy 1 (0.6%)
Other 2 (1.2%)

_13_
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Daose:

Mainre-
Diose-escalation phase nance
hase
Treatment group < P =
Dray Diay Day Dray Dray Dhay Day Day I;:; ?:133'0
1 2 3 4 5 6 7 8 14 P
Placebo Group 0 i 0 o 0 L] 0 0 ] 0
300 IR Group 100 100 M 300 300 300 300 300 | 300 00
500 IF. Group 100 100 200 200 300 300 400 400 | 500 500
3) 54 A%
@ 12} B7HHS - Average Adjusted Symptom Score(AASS)
Table 11-11 Primary efficacy variable: ANCOVA of AASS for the Year 1 Primary Period - FASy
Treatment n LS Mean
500 IR 136 3.09
300 IR 141 3.18
Placebo 153 3.87
Difference in LS Means
Comparison Point Relative LS
505 C Ly
Estimate Przetl] ¥-valne Mean difference (%)
500 IR vs. Placebo -0.78 [-1.34,-0.22] 0.0066 -20.2
300 IR vs. Placebo -0.69 [-1.25.-0.14] 0.0150 -17.9
500 IR vs. 300 IR -0.09 [-0.66. 0.49] 0.7638
@ 23 B
300 500 i ba
271 2.75 3.33
ARTSS X i
s b - -18.5% -17.4% .
(FEFAAEF)
0.0067 0.0117 -
0.33 0.23 0.32
ARMS 1.8% 30.3%
(FRFERLAT) ot Pov )
0.9241 0.1035 -
0.64 0.62 0.79
ATRSS 9.0% 21.49%
(FRBHHS) Ok 2L4% .
0.0139 0.0059 -
4) RN A
D o] dwrg 8o

- 14




YEAR 1
Treatment group

500 IR 300 IR Placebo

N=169 N=170 N=170
Description n %o n %o n %
Any TEAE 141 834 150 88.2 136 80.0
SAE* 1 0.6 6 35 2 12
Drug-related TEAE 110 65.1 111 65.3 38 22.4
Drug-related SAE 1 0.6 2 1.2 1 0.6
TEAE leading to withdrawal 20 11.8 17 10.0 5 2.9
Death 0 0.0 0 0.0 0 0.0

YEAR 2
Treatment group

500 IR 300 IR Placebo

N=135 N=139 N=153
Description i o n %% n %
Any PTAE 58 43.0 70 50.4 79 51.6
Death 0 0.0 0 0.0 0 0.0

@ AAZ o) iE
TE 500IR 15 300R L& < o H] 3L
93
=] 2] ™
Y1 104 14 6™ 2
27 39
m oFE 3l el gl o
- Y1 A7 o] kg% 41 9FE T probably, possibly or certainly

500IR 1% &t
300R 1% IFHF, &3

9ok T2

® A% B4

Table 12-5

e oS (5% o4

any treatment group by SOC or PT - Safety Sety;

Incidence of Investigator assigned as drug-related TEAEs reported by at least 5% of patients in

Treatment group
System Organ Class 5?0 i 390 = ?I,RCEbO
EE S (N=1469) (N=170) (N=170)
Preferred Tenmn " s N
n %0 n % n )
Patients with at least one diug- 110 65.1 111 65.3 38 224
related TEAE
Gastrointestinal Disorders 91 53.8 87 51.2 17 10.0
Oral pruritus 43 254 51 30.0 6 3.5
Oedema mouth 28 16.6 21 12.4 1 0.6
Tongue oedema® 10 5.9 9 53 1 0.6
Lip oedema* 4 2.4 10 59 0 0.0
Respiratory, Thoracic and 50 29.6 52 30.6 11 6.5
Mediastinal Disorders
Throat irritation 35 20.7 40 235 5 29
Pharyngeal oedema EL 6.5 6 3.5 0 0.0
Ear and Labyrinth Disorders 14 8.3 4 24 1 0.6
Ear pruritus 13 7.7 4 24 1 0.6

2. A Phase 2/3 Study of S-524101 in Patients with Perennial Allergic Rhinitis

_15_




1) AEYASL: 2~3%4, o154, Az, Br1#
2) ANAhA: 12~654 LA W AeE $A}, 9688

Dose:
Manze-
Drose-escalaticon phase nance
Treatment gToup Dav P;:‘::E
Dray Day Dhay Diay Dray Day Dy Day a ['O = r-u
- & N i 14 sIw
Placebo Group 0 a 0 4] 0 [] [ i i 1
300 IR, Group 100 200 300 300 300 300 300 300 300 300
00 IR Group 100 100 00 200 300 300 400 400 500 300

Enrolled: 1090 ét:

Dropouts before randomization: 122 pts
Not meeting any of the inclusion
criteria: 52 pts
Meeting any of the exclusion cnterna:

70 pts
Randonuzed: 968 pts
5-524101 300 IR- 322 pts
5-524101 500 IR- 323 pts
Placebo: 323 pts
Completers: 833 pis Noncompleters: 115 pts
5-324101 300 IF: 287 pts 5-324101 300 IE: 33 pts
5-324101 300 IE: 274 pts 5-324101 300 IE: 49 pts
Placebo: 292 pts Placebo: 31 pts
300 IR 300 IR Placebo P value?®
N=315 N=196 N=316
n (¥} n (%o} n (¥}
Age (years) n 315 296 318 Pa=0.8603
Mean 30,0 30.5 30.2
5D 11.8 11.7 11.6
hin 12 12 12
Median 300 30,0 30.0
Max 61 54 61
12==to <18 57(18.1) 335 (18.6) 59 (18.7)
== to <3 245 (77.8) 228 (77.00 245 (77.3)
51==to <63 13 (4.1) 13{4.4) 12(3.8)

3 a4 A
@ 12 B7HHS - Average Adjusted Symptom Score(AASS)
In the subset of adolescents (aged 12 to 17 years), patients receiving the 300 IR dose had a lower Average

Adjusted Symptom Score by 26.9% than those receiving placebo.

Table 11.4-1 Average Adjusted Symptom Score during the last 8 weeks (Week 44 to Week 52) (MMREM)

(FAS)

300 IR 500 IR Placebo
N=313 N=296 N=31a

LS Mean (SE) 5.00(0_213) 3.32(0216) 6.11 (0212

Difference of LS Mean (SE) —1.11 {0200 —0.80 {0203}

95% (1 for Difference —1.504, —0.720 —1.1946 —0.401

P-value = 0001 = 0001

Adjusted P-value (Holm method) = 0001 =001

Felative LS Mean Difference (32) —18.2 —13.1
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300 500 B
ARTSS 4.96 5.25 6.03
(FEHFHES) 7L 129% -
<0.0001 <0.0001 -
ARMS 0.04 0.07 0.07
(FFFE RIS -14.6% -10.1% -
0.028 0.5986 -
ATRSS 6.48 6.91 7.79
(FFEHS) “16.8% A1L3% -
<0.0001 0.0017 -
0.59 0.68 0.72
IRSS
(EZAHE5) -18.1% 5.6% -
seeT 0.0113 0.4433 .
4) ¢+ A
@ o]ukg @oF
300 IR 500 IR Placebo
(N=322%) (N=3241) (3221)
A 3L o] gts 671 / 6% 871 / 5% 37 / 29

2841 (88.2%)

2949 (90.7%)

2439 (75.5%)

2154 (66.8%)

2379 (73.1%)

604 (18.6%)

Table 12.3-1 Incidence of Serious adverse events

Syetem Organ Clazs 3? 0 E 5_D'D‘ER Pl_acebu-
g JPrefemté Sh N=312 N=32 N=312
n (%} n (%) n (%)

Patients with any AEs a{19 5(1.5) 2(06)
Infections and infestations ERURY! 3 (0.9) 1]

- Appendicitis 1(0.3) 1(0.3) 1]

- Diverticulitis ] 1(0.3) 0

- Gastroentemtis 1{03) 0 0

- Gastroentenhs Eschenchia coli 0 1(0.3) 1]

- Hepatitis B a 1(0.3) 0

- Pneumoma bactenal 1003) ] 1]
Gastrointestinal disorders i 20.6) 1]

- Ingunal herma ] 1(0.3) 0

- Large mtestine polyp € 1(0.3) i}
Hepatobiliary disorders 1403) 1(0.3) 1]

- Cholelithiasis 1(0.3) 1(0.3) o
Fenal and urinary dizorders 1(0.3) 0 1]

- Haematina 1(0.3) ] 0
Ijury, poisomng and  procedural 0 ] 2{0.8)
complications

- Forearm frachoe [\ ] 1{0.3)
- Ligament mjury 0 ] 1{03)
Surzical and medical procedures 1(0.3) ] 0

- Abortion mduced 1{0.3) 0 0
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